(i2)t#!*t&a&&l::£-3l*T^P;**ifcg®ajsg 



(i9) m&totom&te&M 

(43) Slig^BlQ 
2004 *f 10 ft 28 H (28.10.2004) 




PCT 



(10) 

WO 2004/091600 Al 



(51) gRSftfrttS 7 : 

47/26, 47/38, 47/44, 9/00 

(21) SKffiMS^: 

(22) BRtUfliB: 

(25) mmmmnmm-. 

(26) mffi'AMnwm: 



A61K 31/195,47/12, 

PCT/JP2004/005317 
2004 ^4 £ 14 B (14.04.2004) 
B*S§ 



(30) gfcjf-x-*: 

4#BS2003-1 1 1482 2003 ^4 16 B (16.04.2003) JP 

(71) umx(*miz*<±xa>i*&mzwx) t 

SlffiSStt (KYORIN PHARMACEUTICAL CO., 
LTD.) [JP/JP]; T 101-0062 SSI? ^-ftBB E # ffl^jSJ 
£ 2 T § 5 Sife Tokyo (JP). 

(72) fc«fctf 

(75) JS(iJi#/ttJgIA (*@ICOl%T0D^): MS fim 
(HOSHINO^lyoiiiclii) [JP/JP], t 329-0100 T 
if^Hl 3 8 6-2-1 0 0 4 Tochigi (JP). ip 
fiS S (NAKASHIMA,Katashi) [JP/JP]; t 374-0016 H 
ft** rfj &Jf 2-1 4-9 Gunma (JP). flEB 3 s 
(FUKUDAJVlamoru) [JP/JP]; =f 329-0114 «5*!1 T«B 
SfB U*fflTU* 1 8 4 8 Tochigi (JP). 



(74) ftSA: gift (MJNOURA,KJyosbJ); T 102-0073 M 

ft ffl E ASdb 3 t a 2 S 2 # AS 7 Eg 

Tokyo (JP). 

(8i) *i£@(s^(D&i\Ky. ±T©ag<o@rt«aA< 

nlfig): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR 
BW, BY, BZ, CA. CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH. GM, HR, HU 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA 
Nl NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD Sfi! 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) tg&mfmnkoteiwo , ±xomm<D&&&.mi)< 

pT«6;: ARIPO (BW, GH, GM, KE, LS, MW, MZ, SD SL 
SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, BY, KG 
KZ, MD, RU, TJ, TM), 3 — □ y , \ (AT, BE, BG, CH C Y, 
CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC 
NL, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 

f&ft'&mmm-. 

?*^- K& ^<^5icoiN-r;i*. zmmnztiz 



= (54) TiUe: SOLID PREPARATION FOR ORAL USE ~ " 

^ (54) mammmm 

^ (57) Abstract: There is no solid preparation for oral use enabling the quantitative administration of 7 n tm ia./a n u 
O n oxy)benzyl]carbamoyi]-4- m etho Xy ben Z y.]butanoic acid (abbreviated asKRP-lo" fn^ZmSng a S£SSJ?£S1SK 
V© ,s expected as being capable of improving lipid metabolism in a small amount. KRP-im is ™ xtd t ^ ^ ptarlceSS [ fil \Z an 

S a; a d T^ tt l agent and a lubricant) - granulated md tabIetted and ,hen * e « -21 lSSSSl2S2 

^r^ro^ 

O (57) «fi-eBlSC)«8}*#A^^^^i,(S)-2-[3-[N-[4-(4-^;U^P ^ x /*vK>-;,Mi,,u!^ ll ,, v 

q »«« *55J!£iy«£fc- i«Mtf)tK«)tifttt. K*"»SCT 



WO 2004/091600 



PCT/JP2004/005317 



1 

*m &m « 

mummmm 

l&mjtffi 1 ] ttM 2001-55367 

t?* t) ( [kphf*** i ] ) > b h^/i/**^\;-AJi»i»ttfls«« 

k r p - i o i ©fgaffcis^ § t> s m&-?mw<Dtt 
m&m&mftg n« krp-ioi fc£«fl$ucja#i?ri&&«piHB 

K R P - 1 0 1 £S! («BX!k JW*fflav»^R»|) ^rM-a 

>^-r^ci:{3j;J9, tioKRp - i o i — £ 7 4 
ju&zi—T-j > yffe&mzti, mmmMfcrnizmm® k r p - i o i 

* * a ft C Rlt&ft H P B^Hffl £ »tt AT IB £ ft 3 o 

i )k r p - i o i *m®jffiftt ukrp-ioi tmmi&tetfr 



WO 2004/091600 



PCT/JP2004/005317 



2 

7 ^^^^> s-^-f >^#J£: bit HD^'>7D^;M?-;i/-b 

4) KPR - 1 0 1 KttLK^ffllZ^SHftattoa^ftKen!) 
KRP - 1 0 1 # 1 **ttfc I, Tfc* l)^e>3) 

a*»;fctt©KRp - i o i \zmmm fLm&vrvtm 

^^^^) ^rl^Ufe^, ^^jt^-r^o ft&Jife&tttt&jrte 
U as&Ks-^ > ^^pj (0!m£ N t FD*S/7Dt;Hr;i/D- 



WO 2004/091600 



PCT/JP2004/005317 



3 

- i o i * Dis-t:-r«^»#ft So ^ofctofcttet-p© 

*»*3* bl^. KRP - 1 0 l»**fc'i>****i***fc*B 

llfeKRp - 101 Hi8t»bt> K*?*J4K*tf *ftn*. 
rl^f* (=M^*&*A) o rl^^^A 1 figgp£*f bT^ mm 

m imm&*iiaim&-r& ( = m^n*B) 0 mm® krp- i o 

5-1 mgll^fiftKRP- 1 0 1 ^J^-Ct^tSCi:^^ 
^«K0»J \Z cfc o T RS^ £ tl 3 * CD T* tt ft t> 0 

<mmm i > 

1 7 7 ^DXDS^ii^KRP - 1 0 1 # £>*?l)IS( 7 
5 //miifiS) 1S^44 gffffiu ^^jb ((53 

ffl^x (»),MM-10NS)T2 O^llflfc^bfc. -*Uc?LM 



WO 2004/091600 



PCT/JP2004/005317 



4 

( 7 5 ummm^) 5 5g§iax.TIt2 0ftmm.&Ltz o ft 6 ft 
fcrl^^^. ?LM ( 7 5 //ml$Io D n ) , ISil-b;i/ n -^sVittKjft 
*t KD^rS/rn K;Hs^D-^ft*n**t8 0 , 7 2 5. 6 , 2 
6 5. 6St>*l 2 0 gff*U X K - K $ *-fr-(Sis:x|t<;ft) 
F S G S - 5SJ) fl 0^F^?g^bfeo afc7r7'J>i?^ 
*>^A 8 . 8 g£«0Ujg{;: 5^^?g^Lfco ft *>ftfcig^*&*£ 
n-^-zz>/^^ - ( 7 D^> (#) % TF-MINI1) 

i o o k g f / cm 2 ®j£tix*mfrwi l zmj&v,z(Dmmv!}&v- 

;i/^7-a^-^- (B*^7^b-*- (Jfc) , GRN-T- 

5 4 - sffl) x~m&Lmn*mtzo zvmnz, n$tm (ahrxw 

(«0 > HT-AP18SS-III)tJEi«b, lt£©fi« 
A 5 1 5 Omgf, iHi;fttftt**grts*ft*ft 7 2fctf 9 mmOM 

* *r -r § * m tz e ^ £ ft tz m& 1 ^ k *r l t , t k d * r d 

tr;u^^;i/-fe;i/D->; 2 9 l 0i«5mgn-roy$n5J:^, 
A;i/t«>;tDi)0. 0 0 lmg$Jox.Ti^b, KRP-10U 

<mmm 2 > 

@^^i77^ n xDmxmm vtz k r p - 1 0 1 s^fLiic 7 

9MX (») , MM - 1 0 Nl) T* 2 0#m$g*Ufc o CftfcfL* 
( 7 5 ummmFa) 6 0g=&jQ^TlC2 0^^?g^bfeo ff & ft 
fc*g£r#&*s 9L« ( 7 5 /imff&ffi) N ^^-fe;i/D-^St>*i£g^ 
*fc Kn=**>rn£;i/Hr;i/n-xfe*ft*ft5 0, 4 9 7 0, 1 6 
7 5 , 7 5 0 g^m U A>f^^-K^f - (^ftxj£ F 

s - 2 os) 7? i oftmm&Ltzo n^fcimc7f7'j > 



WO 2004/091600 



PCT/JP2004/005317 



5 

M-W*i"l> A l i o g&muv, ^ (yjj-y-jim (80 , 

PM-V-8 0-S) T'^{C5^^^^bfco ft *>*lfc*I^*&*£ 
D-7-3>^^-( 7 noni (ft), TF— MINIM) 
T- 1 0 0 k g f /c m 2 ©ffi;tf T-^iJttUc/^ U D- 
i^7_ab-^- ( ~ a. U-*- (;&) N GRN-T- 

5 4 - Si) T*^#LJS!&£f# fc 0 £ ©|g3&£ N JTIS^ (iiiplf 
(**) . HT-AP18SS-II1) T-ffli^Bb, 
1 5 Omgf, m&RW\B}m*m&?ti?ti7 mm(DBVl* 

^fmn-72 9 10#5mg3-fO^*i5J:K, 

*;i/^-«>/n*d * o . o o i m g ttmz.xm.ei u krp-iou 

<§«lfl£0!l 3 > 

S0B 3 1 7 7 ^ * n >©f$f®j© UfeK R P - 1 0 1 &tf?L)&i( 7 
5 p. mffiMFa) &Ztl?tl 1 1 4 4 g*¥& p< # y * ;l/ ( m 

mm*. (») , mm-ions) -5 2 ofrmm&Ltzo cncjL* 

( 7 5 ^m^Ip D n ) 5 5g&j&n*Tlgti:2 f# 6 ft 

?L*f ( 7 5 ^m@S® B Q n ) s |g a -fe ;u n - * # tffl£B& 
IhFD3p->7Dtjl/t;i/D-x^tifn 2 , 8 0 1. 2 , 2 6 8 
1 2 0 g U ->W * K ^ ^ri^— (iffli (*fc) F 

S G S — 51) tl O^^^^Ufco aUr7'j >WtW*ts 
">A8.8g*IiiDbI(c 5#M»^ufco»&ftfc»*»;fcfcn- 

(7 n>f > hg* (#) > TF-MINII) T- 
1 0 0 k g f / c m 2 (DJEjjxmfrftlZf&m L N c <Z>rtfl£4ft$ D- 

(B^^-a. U-^- ($0 N GRN-T- 



WO 2004/091600 



PCT/JP2004/005317 



6 

(#) ^ HT-AP18SS-IIi) X'&mf&BV, 

1 5 0 m g X. m&RZF8im¥&&Zti?ti 7 9 mmODB#£ 

m-r &mm.&mtzo mztitzmm l^t^ut, t KD + ^rot 

;Mf;Hr;i/D-^2 9 1 0#5mg3-f oy$n5«k5th 

tiJU-tJtnV 0 . 00 lmg^Ja^tl^l^ KRP-101& 
0. 0 2 5 mgt^f5 7^l/A3-f O^t^Ufco 

<mmm i > 

&^M@\X-m t> tlfz 7 ;i/A3— >?ffi.tp(DK R P - 1 0 1 
1 ] 

(ill) KRP - 1 0 l7aA3-?^ 





mmm i 


mmm 2 


mmm 3 


-¥^fli (%) 


95.3 


97.6 


93.6 


$5H (%) 


94.3~97.0 


94. 7~ 101.0 


92.5-94.7 


*>j£fis (%) 


6.6 


7.0 


8.0 



<^l£0<J 2 > 

IEB#31SJS£JK«CD$Sfflgtl*&aS 2 & : 5 Oil, U 

mm :l»fcpH6. 8 © >J >tttt8ffi*ft 900mL) CtoTg? 



WO 2004/091600 



PCT/JP2004/00S317 



7 

ifem&m i c^to 

<iMJ 3 > 
[312] 



(£12) K R P - 










HJfS^ 1 


2 


3 


k g 


4.32 


5.44 


4.71 


J$81g (%) 


0.1 


0.2 


0.1 




33 # 


19 *j> 


26 £!> 



1 &*mnl9>-$X&K R P - 1 0 1 £ 0 . 5mg/kgilfi^4 
U *9f#|£ 2 4 B#f^3:-r-0^CDifii^<£ K R P - 1 0 1 am^?iiJ^ 



WO 2004/091600 



PCT/JP2004/005317 



8 

C«3] 



1 m : lmg/body) # V g> M f*l & ^ (0. 5mg/kg) |(DKRP - l 









C m a x 






( n g/mL) 


2 2 4 


— 


T m a x 






(hour) 


2 . 7 




Tl/2 






(hour) 


3 . 2 


2 . 2 


A U C 






(ng-hour/mL) 
B A 


119 1 


13 5 4 


(%) 


8 5 




C m a x : MmMm^m& 

Tl/2: lfil!St 

B A : ;1 -f # 7 ^ -f 5 t U 


^ T m a x : M m Jfll % * i§ 
AU C : Jtoi^ISTSt 
r - 


ft suns no 



A 3 ~^ ^ >^#f#£*U lffimi£®&B#fc:$tm©K R P-10U 

fern® izmnm^-mm t & %> 0 
[si] ska 3 T*^^bfe^^ -r >^m(Dmta 



WO 2004/091600 



PCT/JP2004/005317 



9 

mW ^f<: co> gig 

1. (S) - 2 -[3 -[N-[4 - (4-7WD7iMi/) ^ 
> v ] # ;i/ A ;i/ ] — 4 — £ K x >^>i/;H7^>|(J^TKR 
P-10U*) £W$J/##£: I, K R P - 1 0 1 fc«Kj?mf*:fc 

4. K PR - 1 0 1 £ftUJK^ffi££*ttftJ$ltt® 

TKRP— 1 0 1 ft 5 1 %5feat<Ofi^»5fc*|H3|!fi[-fbUT3aiSI»*3l 1 



WO 2004/091600 PCT/JP2004/005317 



1/1 



^ i m 



100 r 




0 10 20 30 40 50 60 



m i ) ®tnmk&W: 



INTERNATIONAL SEARCH REPORT 



International application No. 



A. CLASSIFICATION OF SUBJECT MATTER 



PCT/JP20Q4/005317 



Int. CI 7 A61K31/195, 47/12, 47/26, 47/38, 47/44, 



9/00 



According to International Patent Classification (IPC) or to both national classification and IPC 
B. FIELDS SEARCHED 



Min Tn 1 ° CI™ aTi S ^Wn ri « ^ Allowed by classification symbols) 

- CI A61K31/195, 47/12, 47/26, 47/38, 47/44, 



9/00 



Documentation searched other than minimum documentation to the 



extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where 



practicable, search terms used) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP 2001-55367 A 
Ltd.) , 

27 February, 2001 (27.02.01), 
Claim 1; Par. No. [0048] 
& EP 1184366 Al 



(Kyorin Pharmaceutical Co., 



JP 6-72861 A 
Ltd.) , 

15 March, 1994 (15.03.94), 
Par. Nos. [0010], [0014] 
(Family: none) 



(Takeda Chemical Industries, 



JP 5-271072 A 
Ltd.) , 

19 October, 1993 (19.10.93), 
Par. Nos, [0008], [0013] 
(Family: none) 



(Takeda Chemical Industries, 



Further documents are listed in the continuation of Box C. 
Special categories of cited documents: 
" A " ^beTp^ State art whi <* » not considered 



D See 



Relevant to claim No. 



1-4 



1-4 



1-4 



patent family annex. 



r relevance 

Edate liCati ° n ° f Palem tUt pub,ished on or after lhc international 
document which may throw doubts on priority claim(s) or which is 

IZ document refc ™g to an oral disclosure, use, exhibition or other means 
S^£SSA^ to thC filing date but later than the 

Date of the actual completion of the international search 
20 July, 2004 (20.07.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 



Form PCT/ISA/210 (second sheet) (January 2004) 



later document published after the international filing date or priority 
date and not ,n conflict with the application but cited to understand 
the principle or theory underlying the invention 

*X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone inventive 

^ ^E ent 2 f P a T licu ! ar relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combina ion 
being obvious to a person skilled in the art wmwination 
document member of the same patent fami ly 

Date of mailing of the international search report 
03 August, 2004 (03.08.04) 



Authorized officer 



Telephone No. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/005317 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Sadasuke OKADA et al., "Shin- Yakuzaigalcu 
Soron, revised edition No.5", Nankodo Co., 
Ltd., 20 September, 1997 (20.09.97), pages 
124 to 128 



1-4 



Form PCT/ISA/210 (continuation of second sheet) (January 2034) 





B 




PCT/J P 


2 0 0 4/0 0 5 3 1 7 


a. &w<DR-r&&&ff)&m mmtttfc&m (ipo ) 










Int. CI' A6 1 K3 1/1 9 5, 


4 7/1 2, 


4 7/2 


6, 


4 7/3 8, 


4 7/4 4, 


9/0 0 






IPO) 












Int. CI' A6 1 K3 1/1 9 5, 


4 7/1 2, 


4 7/2 


6, 


4 7/3 8, 


4 7/4 4, 


9/0 0 



giffljc^ s.u'-egog^iaa-r^fc^M:, ^ro§aig-r aggros 



JP 2001-55367 A ($*fcKHtt3;£tt) 2 0 0 1. 1 -4 
0 2. 2 7, ffM*9Cl, [0 0 4 8] &EP 1184366 A 
1 

JP 6-72861 A (ifcfflmfilJIHsdfegrtfc) 1 9 9 4.0 1 -4 
3. 15, [0010], [0014] (77^-^1) 

JP 5-271072 A ®Blfa3^tt) 1 9 9 3. 1 -4 
10. 19, [0 00 8], [0013] (77 5y-4l) 



TEj 9RttJHBffi0ttJR£fctttttr?fc54'. ffl&ffi®B 

xm. (is^ftt) 
roj nsia^i^ ttffl, jg^fcima-rs^ 

fPj m&ttim B Iff?, ^o§E5fe*t«5^35«0Mi:^5tli® 



TTj B^ffl^B^^fcB^K^^ftfcXiSfcTJfc-oT 

tun t^jf-fst n^oi^axusii 

© m m&x \tm &m * ^^t^^hti^to 
tyj mcmm<D$>z>xm-?&>ix> %mxmkm<Di&> 

r&j ^-/•!fyh7r5y- 



20. 07. 2004 


03.8.2004 


a*m&&ff (i sa/j p) 

^«#-!§- 100-8915 
»K* s F«HKgliSBB=TB 4#3-f§- 


m^^r 03-3581-1101 P 


4 P 


9 7 3 8 


3 4 9 2 



^PCT/ISA/2 10 («2^) (20 04*1^) 



a^ffiS#* PCT/JP2004/005317 









Y 


mmjmb, m • mm*£&m. &tr%sifa, mtL&. 1997. 

9. 2 0, 1 24- 1 2 81 


1-4 



^PCT/ISA/2 10 (*2"S-5*©tt£) (2004^1^) 



